United States Patent and Trademark Office 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 

Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria, Virginia 223 13-1450 
www.uspto.gov 



| APPLICATION NO. 


FILING DATE 


FIRST NAMED INVENTOR 


ATTORNEY DOCKET NO. 


CONFIRMATION NO. 


09/293,670 


04/16/1999 


JOSEPH FISHER 


A-68104/DJB/ 


5176 



959 7590 03/26/2004 

LAHIVE & COCKFIELD, LLP. 
28 STATE STREET 
BOSTON, MA 02109 



WESSENDORF, TERESA D 



ART UNIT 



PAPER NUMBER 



1639 

DATE MAILED: 03/26/2004 



Please find below and/or attached an Office communication concerning this application or proceeding. 



PTO-90C (Rev. 10/03) 



Office Action Summary 


Application No. 

09/293,670 


Appiicant(s) 
FISHER ET AL. 


Examiner 

T. D. Wessendorf 


Art Unit 

1639 





-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address ■ 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
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DETAILED ACTION 
Status of Claims 

Claims 1-16 have been cancelled. 
Claims 17-20 are under examination. 

Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, 
manufacture, or composition of matter, or any new and useful improvement 
thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Claims 17-20 are rejected under 35 U.S.C. 101 because the 
claimed invention is not supported by either a specific asserted 
utility or a well established utility for reasons set forth in 
the last Office action. 

Response to Arguments 

In view of the cancellation of claims 1-16, the rejection 
is moot. 

Claim Rejections - 35 USC § 112, first paragraph 

The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
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use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

Claims 17-20 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described 
in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor (s), at the 
time the application was filed, had possession of the claimed 
invention for reasons set forth in the last Office action. 

In view the cancellation of claims 1-16, the rejection is 

moot . 

Claims 17-20 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for a 
method specific for the p21 as the bioactive agent that 
modulates a specific tumor cell, does not reasonably provide 
enablement for a method using a library of any bioactive agents 
or nucleic acid that encodes said bioactive agents that 
modulates any population of cells. The specification does not 
enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the 
invention commensurate in scope with these claims for the 
reasons advanced in the last Office action. 

Response to Arguments 

Applicants argue that the specification clearly describes 
what is meant by candidate bioactive agent giving examples of 
the types of candidate agents, describing categories of 
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candidate agents, properties of candidate agents, sources of 
candidate agents, methods of obtaining or producing candidate 
agents, and modifications of candidate agents using a variety of 
fusion partners for a variety of purposes (see, e.g., the 
specification at page 16, line 10 to page 30, line 15) . 

Applicants submit that it would be clear to one of skill 
that the method steps of contacting the candidate bioactive 
agent to a cell (e.g., tumor cell or other), sorting a cell by 
FACS, and screening a cell on the basis of at least five 
parameters, does not require limiting the scope of 
the claims based on the description set forth in the 
specification, much less limiting the claimed method to the use 
of p21. Rather, the method steps provide for the use of a wide 
variety of candidate bioactive agents as set forth in the 
specification. Moreover, Applicants point out that strength of 
the invention is that a library of candidate agents can be- 
tested for an ability to alter cellular phenotype . 
(Specification, for example, at page 31, line 30) . Thus, a 
particular candidate agent need not be known to be 
effective with regard to altering cellular phenotype in order 
for the agent to be used in the claimed methods. The invention 
can be practiced with a mixture of known or unknown agents (for 
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example a library comprising such a mixture) and can be used to 
elucidate bioactive agents that can alter cellular phenotype . 
Accordingly, Applicants submit that enablement of the use of 
candidate agents other than p21 does not require teaching 
methods for first identifying agents that have phenotype 
altering activity. Regarding the use of cell types other than 
tumor cell types in the screening methods, Applicants direct the 
Examiner to page 9, lines 14-1 7 and page 1 0, lines 10- 1 3 of 
the specification. The specification clearly describes that a 
variety of cell types, including mixtures of cell types, are 
useful in the instant invention. In addition, the Office Action 
provides no evidence showing that cell types other than tumor 
cell types could not be contacted with candidate bioactive 
agents in some way, or that cells so contacted could not be 
sorted by FACS, and screened on the basis of at least 5 
parameters for an alteration in cellular phenotype. 

In response, it is not the definition of the candidate 
bioactive agent that is at issue. Rather, the scope of the 
candidate agent encoded by a population of retroviral vectors. 
As stated by applicants above, the candidate bioactive agents 
include numerous types of agents in the modified and unmodified 
state. These agents of unknown constitution when made into a 
library may not provide a true representation of the candidate 
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agents in the library. It is not therefore apparent from the 
enabling disclosure which bioactive agent can be considered 
candidate to affect the cell phenotype. Mere recitation of a 
method with any agent without knowing how the agent 
manipulatively affects the cell phenotype entails undue 
experimentation. There are too numerous undefined variables for 
one skilled in the art to determine in order to practice the 
claimed invention. To select and determine the various agents 
that would affect a cell phenotype in five different ways 
amounts to an invitation to experiment. Before measurement of 
even a single effect is achieved, one has to identify the source 
(agent) that causes the different cellular phenotype parameters. 
Because the art is so highly unpredictable, specifically the 
library of bioactive agents such as peptide, carbohydrates, 
lipids, DNA or combinations thereof, one cannot make prophetic 
statements, absent experimental studies. Accordingly, to 
determine the numerous possible combinations of each of the 
broadly recited parameters encompassed by the claims requires 
undue experimentation. The claimed invention is nothing more 
than an invitation to experiment. 

[It is suggested that applicants amend the claims to recite a 
method to the use of library of p21 and its mutants as the 
bioactive agents in tumor cell populations] . 
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Double Patenting 

Claims 17-20 are rejected under the judicially created 
doctrine of obviousness- type double patenting as being 
unpatentable over claims 1-3 and 5 of Application No. 09/157,748 
(now U.S. Patent No. 6,461,813) or over application S.N. 
09/062,330 for reasons of record. 

Response to Arguments 

Applicants state that at such time as the subject matter of 
the provisionally rejected claims is allowed in the '330 
or '748 applications, Applicants will terminally disclaim the 
corresponding claims of the present application. 

In reply, in the absence of a terminal disclaimer, the 
rejection is maintained. 

Claims 1-7 are rejected under 35 U.S.C. 103(a) as being 
obvious over Application No. 09/157,748 (now U.S. 6,461,813) 
which has a common inventor with the instant application for 
reasons advanced in last Office action. 

Applicants request that the rejection be held in abeyance 
as Applicants prepare to submit a declaration under 132 to show 
that the relevant disclosure in the '748 patent is not the work 

of another. 

In reply, in the absence of the 132 declaration the 
rejection is maintained. [Note that the '748 application has 
matured into a patent] . 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which 
forms the basis for all obviousness rejections set forth in this 
Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the 
art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 
Claims 17-20 are rejected under under 35 U.S.C. 103(a) as 

being obvious over Nolan (WO 97/27212) in view of Kamb for 

reasons advanced in the last Office action. 

Response to Arguments 

Applicants argue that Nolan discloses sorting cells on 
the basis of a single parameter in Example 1 (i.e. the content 
of f luoresceinated) . But admit that Nolan broadly describes 
methods for isolating a cell having an altered phenotype from 
the plurality of other cells. FACS and expression of a survival 
protein are each merely listed as one of a number of methods for 
effecting isolation. But argue that the list of methods 
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for effecting isolation has been erroneously interpreted as 
parameters for screening for an alteration in cellular 
phenotype. It is further argued that three parameters are 
inherent to prior art teachings using FACS, namely fluorescence, 
viability and apoptosis. Applicants assert that the claims do 
not recite viability and apoptosis as parameters. 
Specifically, the claims recite phenotypes, including apoptosis. 
Further, viability is a state which may be determined by sorting 
cells by FACS on the basis of a described parameter, 
e.g., dye exclusion. Apoptosis is described as a cellular 
phenotype in the present invention, and alterations in apoptosis 
can be screened for by sorting cells by FACS on the basis of 
parameters including for example dye exclusion. Applicants 
submit that the prior art of record does not disclose the 
sorting of cells by FACS and screening on the basis of at least 
five parameters for the object of screening for an alteration in 
cellular phenotype. 

In reply, as admitted by applicants Nolan provides a list 
for the effective isolation of bioactive agents that affect cell 
phenotype. The suggested teaching in the list of Nolan suffices 
the finding of obviousness. Attention is directed at e.g., 
Example 1, line 23 up to page 52, line 2 wherein the cells after 
washing is transferred to Fluorescent activated cell sorting 
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(FACS) tube for analysis which shows expression of 
Bcl2 (expression of cell surface receptor, as claimed) from 
retroviral promoter that inhibits apoptosis. FACS machine are 
known to measure optical properties like (1) fluorescence which 
would indicate that the cell is (2) viable and that the agent 
inhibit (3) apoptosis. [Note page 1, lines 26-28 of the instant 
specification which recites the known fact that FACS is used to 
sort individual cells on the basis of optical propert ies , 
including fluorescence.] See further the disclosure of Nolan at 
page 33, lines 19-28 wherein Nolan describes that once a cell 
with an altered phenotype is detected, the cell is isolated from 
the plurality which do not have altered phenotypes. This is done 
in any number of ways, as is known in the art , and will in some 
instances depend on the assay or screen. Suitable isolation 
techniques include FACS, expression of survival protein, (cell 
cycle, as claimed) induced expression of a cell surface 
protein (expression of a cell surface receptor, as claimed) or 
other molecule that can be rendered fluorescent or taggable for 
physical isolation, death of cells (apoptosis) and isolation of 
DNA or other cell viability indicator dyes etc. In Example 1, 
page 51 uses FACS to analyze a f luoresceinated cell, expression 
of the cells, apoptosis inhibition, use of dye techniques as 
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propidium iodide or other dyes such as ethidium bromide/acridine 
orange . 

Kamb, as stated in the last Office action teaches the use 
of FACS to separate cells based on the expression of a single 
reporter gene. The population of cells is sorted based on 
expression of a reporter gene. Kamb refers to GFP as a vital dye 
that refers to the fact that the GFP is expressed without 
killing the .cell. Kamb discloses the sorting of the single 
expressed gene by sorting the cells based on the different 
cellular parameters of (1) a f luorescently labeled antibody 
(i.e., immunofluorescence); (2) quantifying measurement level of 
the expressed reporter gene (e.g., col. 8, line 45 up to col. 9, 
line 7) and (3) the uptake of the GFP (a "vital dyes") or its 
emission or (4) the use of BFP. Therefore, the combined 
teachings of Nolan and Kamb render the determination of at least 
5 cellular phenotype prima facie obvious. It discloses the 
different known parameters by which cell phenotype alteration 
can be measured. 

Claim 17-20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over either Nolan in view of Kamb and further in 
view of Hide et al ( Jrnl . of Cell Biology) for reasons advanced 
in the last Office action. 
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Response to Arguments 

Applicants argue that Hide broadly teaches using flow 
cytometer to sort peritoneal mast cells based on measurement of 
90 degrees light scatter. Without addressing the exocytosis 
disclosure of Hide, Applicants point out that Hide does not 
teach adding at least four parameters for screening for an 
alteration in cellular phenotype and, thus, cannot be combined 
with the teachings of Nolan to teach at least five parameters. 

In response, Hide is combined with Nolan and Kamb for the 
its teaching as to the cellular phenotype, exocytosis and 
measuring said cellular parameter to detect the forward and 
light scattering of cells to show the exocytosis effect of the 
cells. This attribute has been used to classify populations of 
(mast) cells. Thus, applicants cannot attack the references 
individually when the rejection is based on the combination of 
references. One having ordinary skill in the art would have been 
motivated to measure another cellular parameters as light 
scattering by FACS when the cellular phenotype is caused by 
exocytosis to provide a clear or discernible effect of the 
cells . 

It is argued that no evidence has been provided to support 
the assertion that the combination of the known parameters 
measured by FACS result in a clear identification of the cells. 
In reply, each of these references measures the different 
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parameters to provide a clear identification of the agent 
causing cell phenotype effect. This is sufficient evidence that 
the different combinations of measuring these different 
parameters would lead to a better identification of the affected 
cell. It is well known the overall performance of the 
combination is always equal to the sum of the functions of the 
individual components . 

No claim is allowed. 

Conclusion 

Applicant's amendment necessitated the new ground (s) of 
rejection presented in this Office action. Accordingly, THIS 
ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 
CFR 1 . 136 (a) . 

A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this 
action. In the event a first reply is filed within TWO MONTHS 
of the mailing date of this final action and the advisory action 
is not mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will 
expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated 
from the mailing date of the advisory action. In no event, 
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however, will the statutory period for reply expire later than 
SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to T. D. 
Wessendorf whose telephone number is (571) 272-0812. The 
examiner can normally be reached on Flexitime. 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Andrew Wang can be 
reached on (571) 272-0811. The fax phone number for the 
organization where this application or proceeding is assigned is 
703-872-9306. 

Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval 
(PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free) . 




T. D. Wessendorf 
Primary Examiner 
Art Unit 163 9 
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